By E. G. GRAHAM LITTLE, M.D. DR. GRAHAM LITTLE showed a male patient, aged 41, with a large number of small tumours on the face, the diagnosis of which lay between " multiple rodent ulcer " and " epithelioma adenoides cysticum," with a leaning, perhaps, to the latter. The case was of very special interest, for it seemed to offer a combination of circumstances which favoured either alternative, and it in fact illustrated the impossibility in our present state of knowledge really to differentiate these two conditions, if, indeed, they were capable of differentiation.
The patient gave the following remarkable family history: His mother had had five or six similar swellings on her forehead which had commenced at the age of 30, and had not ulcerated. No other members of the mother's family had been affected, but her children seemed to show either numerous neevi or tumours, which might be supposed to be of the same type as in the present patient, who was the eldest son. The second son, aged 36, now in Canada, had a tumour, congenital and probably a nevus, as the patient said it was like the tumour present in his own son, which had been seen by the exhibitor, who regarded it as undoubtedly a ne3vus. This man had no children. The third son, aged 33, had a " navus " on the forehead, also congenital. He had no children. The fourth son, aged 30, a seaman now with the North Sea Fleet, had a number of tumours " exactly like the present patient's," and situated on the face and forehead. These had made their appearance at the age of 20. He had no children. The patient, A. W., had four children, of whom the eldest, aged 11, had some small tumours which were regarded by his father as of the same character as his own. This boy had been examined by the exhibitor, and was found to have a cavernous nevus about i in. in diameter on the chest, which had first shown itself at the age of 7, and a number of dead-white tumours the size of a small pinhead, which were probably ordinary milium, distributed sparsely on the eyelids and about the inner canthus of both eyes. It was interesting that milium had been noted in conjunction with some earlier cases of epithelioma adenoides cysticum.
The patient, A. W., had bad no tumours until the age of 20, when he first noticed the single wart-like lesion now to be seen on his upper lip. In the following twenty years a succession of tumours had made their appearance, chiefly in the neighbourhood of the upper and lower eyelids, and about the inner canthus of both eyes, on the temples, in front of and behind the auditory pinna; and there was a specially thick group of larger tumours at the junction of the forehead and nose. One -of the largest tumours was situated on the left side of the forehead, and this was also the most deeply pigmented; it had been excised, and sections were shown which would be described later. There was a single warty and pigmented lesion of the same type on the chest. The appearance of the tumours varied somewhat, some being wart-like; some of a waxy translucence, with either a pink or dead white tint. Some, and especiaily the larger, had a network of dilated vessels running over the roof of the tumour. A remarkable feature of several of the lesions was the fact that they became pigmented after developing at first in the more usual wax-like way. In several cases the pigment was in the the form of a granular deep-black deposit, much as if tattoed with gunpowder. The patient was positive that the pigmentation was secondary to the formation of tumours and not vice versa. Their increase in size was relatively rapid, a swelling as large as a green pea forming within twelve m-onths: the average size was from 3 in. to in., and some sixty discrete lesions in all could be counted, and new ones kept coming. Ulceration had never occurred in any of these.
Histologically, the evidence seemed, if anything, in favour of the diagnosis of rodent ulcer, but the exhibitor did not pretend to be able to distinguish the appearances of epithelioma adenoides cysticum from those of rodent ulcer, and did not think any hard-and-fast grounds of distinction existed. In a paper describing two cases, which were reported as cases of epithelioma adenoides cysticum, contributed to the British Journal of Dermatology in May, 1914,1 the exhibitor had dwelt on the difficulties of establishing any means of differentiation. In a friendly criticism of these cases Dr. Adamson had expressed his opinion that both were examples of rodent ulcer. This present case was an even more difficult and puzzling one to classify. There seemed a certain degree of evidence for family inheritance, although the patient's opinion that his own case and his son's were the same disease had proved illusory, and threw some doubt on his. accuracy in the other cases also. If a true observation, it was a factor in favour of making I Brit. Journ. Dermi., 1914, xxvi, pp. 173-185. the diagnosis of epithelioma adenoides cysticum. It was of interest to record the opinion of a general pathologist of rather special knowledge in malignant growths, Dr. Kettle, Assistant Pathologist to St. Mary's Hospital, who had had a long experience at the Cancer Hospital. This observer had seen sections from all three of Dr. Little's cases and his opinion had been that the present case and the second of the two cases reported in May were examples of rodent ulcer and that the first case was epithelioma adenoides cysticum. The development of pigment in the tumours subsequent to their formation was, as far as the exhibitor knew, unrecorded in rodent ulcer, but pigment seemed to have been not infrequently present in recorded cases of epithelioma adenoides cysticum. It was, of course, true that rodent ulcer frequently developed on the site of pigmented moles, and in that way rodent tumours might be pigmented, but the history in this case was totally different, in that the tumours had appeared on non-pigmented areas and had subsequently become pigmented. Pigmentation was therefore in favour of the identification of this case with epithelioma adenoides cysticum, as was also the multiplicity of tumours, their distribution and their early advent, the long period of tumour formation without ulceration, and, above all, the family history, if reliable. But it was interesting to note that the limited and characteristic distribution, and especially the curious straying of lesions, on the chest (which in the continental cases had been the site of election for the appearance of epithelioma adenoides cysticum), the multiplicity, and long immunity from ulceration of the vast majority of lesions, had also been features of the second case recorded in May, which was not entirely accepted as an example of epithelioma adenoides cysticum, under which name it had been described by the exhibitor. It seemed, therefore, rather desirable to revise the whole of our conceptions of the nature of this curious disease and its relation with rodent ulcer.
DISCUSSION.
Dr. ADAMSON quite agreed that this case should be called multiple rodent ulcer. His view' was that multiple rodent ulcer and benign cystic epithelioma (of Brooke) were essentially the same disease, but different clinical types; and it was useful to retain the two names as clinical terms. Pathologically and vetiologically they were alike. Both were basal cell epithelioma indistinguishable under the microscope, and both were congenital in the sense of the I Lancet, 1908 I Lancet, , ii, p. 1133 I Lancet, , and 1914 Cohnheim embryonic cell-rest theory, and both affected the same areas on the body. The nodules might be described as abortive attempts to form pilo-sebaceous follicles. Embryonic cells destined to become pilo-sebaceous follicles had remained latent until aroused with the general awakening of these structures at puberty (or again later in life when there was a fresh tendency to hair-growth in certain parts) ; but at this time the dormant cells had lost their power of differentiation and retained only that of proliferation; so that lobulated masses of embryonic cells were formed, but no pilo-sebaceous structure. That the growths of later origin should break down and ulcerate could be readily explained by the lower vitality of their component cells awakened to activity at that period of life; and that would also explain the tendency of rodent ulcer to destroy the normal tissues as its growth advanced; for its cells were decadent cells which would naturally be harmful to the normal tissues among which they were growing. The difference between the benign basal-cell epithelioma and rodent ulcer-which was after all only one of degree, for some rodents exhibited no tendency to invade deeper tissues -was much less wide than the difference between rodent ulcer and true carcinoma. In regard to the distinctions between multiple rodent ulcer and benign cystic epithelioma which the writer had pointed out in 1908, these seemed now to be removed and were no longer an obstacle to the joining up of these two complaints. At a recent meeting of the Section the speaker had brought forward some members of a family of which three females and two males were affected with multiple benign cystic epithelioma,1 these showing that the disease was not confined to females as was formerly believed. And here was Dr. Little's case of multiple rodent ulcer in a man who gave a family history of several other members of both sexes affected with rodent ulcer or benign tumours, thus demonstrating that multiple rodent ulcer might be a family disease.
Dr. WHITFIELD said he thought there was a more important difference than the mere fact of ulceration between rodent ulcer and benign cystic epithelioma. He believed he could distinguish between the two under the microscope. In the latter condition the growth was strictly limited, whereas in rodent ulcer it was ill defined. Rodent ulcer was not simply a mass of cells which developed at the age of 40 and owing to their degenerate character broke down and ulcerated; it really infiltrated into tissue, including bone, and went straight through it. It was not malignant in the sense of causing widespread metastasis in organs, but it possessed an enormous local malignancy. Even in early rodents one could generally see besides the mass of the tumour outlying branches, and by looking at the edge of the section one got an indication as to which of the two conditions named the case belonged to. Although Dr. Adamson was probably right genetically, in that both occurred as different types of congenital lesion, one of them was essentially a benign condition and the other was a progressive malignant disease. He did not think the breaking down bad anything to do with it; almost any tumour would break down. One did not often see rodent ulcer grow to the size of a hen's egg; but it would grow laterally to any degree, though not producing a greatly elevated tumour. The other kind of tumour was elevated and nearly spherical.
Dr. DORE said that, speaking clinically, he thought there was no doubt that benign epithelioma was potentially a rodent ulcer. He had had two cases under his care in a brother and sister, and in both patients one of the growths had enlarged and assumed the clinical and microscopical characters of a rodent ulcer. He thought the condition was parallel to that of a wart or mole which became malignant later in life.
Mr. McDONAGH thought that no difficulty need arise about these tumours, if their origin was considered. The epidermis primarily consisted of one layer of cells, and the cells resembled those which constituted later the basal-celled layer. As the embryo developed this one layer gave rise to several other layers, and later still some of these layers developed into special structures, such as hair-follicles, or sebaceous and sweat glands. He considered that a rodent ulcer arose from the most embryonic cells, and was more malignant than the other types, because the cells were more embryonic, but that the malignancy differed entirely from the malignancy of adult tissue. The former was not a true malignancy, but embryonic activity; the latter was true malignancy and due to the nuclei and nucleoli of the host's cells acting as parasites upon the host. If the cells of the tumour arose from cells which were not quite so embryonic, the case would be one of benign cystic epithelioma, to which type the case shown conformed. Tumours still less embryonic would be papillomata, tricho-epitheliomata, sebaceous adenomata, and syringomata, according to the tissue affected. As one could not distinguish miscroscopically the most embryonic type of cell from .ne a little less embryonic, therefore one could not diagnose in this way every case of rodent ulcer from every case of benign cystic epithelioma, but clinically they could be easily differentiated.
The CHAIRMAN said that the Section was much indebted to Dr. Graham Little for exhibiting so interesting a case, and inquired what plan of treatment he intended to adopt.
Dr. GRAHAM LITTLE replied that he proposed to keep the man under observation and to withhold any active measures as long as there were no symptoms of discomfort or ulceration.
